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Applicant's or agrent's file reference 
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IMPORTANT NOTIFICATION 


International application No. 
PCT/USOS/00375 


International filing date (day/htonth^ear) 
08 JANUARY 2003 


Priority Date (dayfynonih/year) 
09 JANUARY 2002 


Applicant 
ELAN PHARMACEUTICALS, INC. 



L Tlie applicant is hereby notified that this International Preliminary Examining Authority transmits herewith 
the international preliminary examination report and ite annexes, if any, established on the international 



2. 



A copy of the report and ife annexes, if any, is being transmitted to the International Bureau for 
communication to all the elected Offices. 



Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 



The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Off ices)(Article 
39(l))(see also the reminder sent by the International Bureau with Torm PCr/rB>301). 

Where a translation of the international appHcation must be furnished to an elected Office, that translation 
must contain a translation of any annexes to the international preliminary examination report It is the 
applicant's responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume H of the 
PCT Applicant's Guida 



Name and mailing address of the IPEA/US 

Coxnmifisioner of Patents and TrademarkB 
Box PCT 

Waahington, D.C 80831 

Facsimile No. (703) 305-3230 



Telephone No. (70S) 308-1 SS5 



Form PCT/IPEA/4.16 (July 1992)* 
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PATEJNT COOPEKAnON TREATY 

PCT 

INTBKNATIONAIi PBBIJMINARY EXAMINATION 
(PCT Article 36 and Rule 70) 



pcmo 0 8 JUL 2004 




Applicant's or agent's file reference 

033388-533 



FOR FURTHER ACTION ^ Notification of Transmittal of International 

Preliminaxy Examination Report (jPonxi PCT/IPEA/416) 



International application No. 
PCT/US0d/00S7S 



Internationa] filing date (dayAfumthfyear) 
08 JANUARY 2003 



Priority date (dayAnotOhfyear) 
09 JANUARY soos 



International Patent Classification (IPC) or national classification and IPC 
IPq?): A eiK 9/197 and US a,: 434/450; S64/4.1, 4.S 
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Applicant 
ELAN PHARMACEUTICALS, INC 



This international preliminary examination report has been prepared by this Intamational Preliminary 
Examining Anthority and is transmitted to the applicant according to Article 36. 

This REPORT consisfa of a total of tt> 



. sheets. 



□ 



This report is also aeoompanied by ANNEXES, ia, aheeis of &e dcscr^tlon, dohns andibr drawing which have 
been amended and are Ihe basis for ihis report andibr sheets containing rectificatiDns made before this Anthority. 
(see Bole 70.16 and Section 607 of the AdministtatLye liistnictions nnder the fOI^ 

These annexes consist of a total of sheeis. 



3. This report contains indications relating to tbe following items: 
Basis of the report 
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citations and esplanations supporting such statement 



Date of submission of the demand 
SO JULY 2003 


Date of completion of this report 
24 SEPTEMBER 200S 


Name and mailing address of the IPEA/US 

OnrnmiBBinnar of FfttentB and TrodemarlsB 
Box PCT 

Washington, B.U 80831 
Facsimile No. (70S) S05-SSS0 


AuthoAzed jafTicer ^^..^^ ^ 
Telephone No. (70S) S08-12S5 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



lateroatioiial application No. 
PCTAJS03/00373 



L Basts of the report 



1. WiHh regard to the elments of die intemational application:* 
|x | the intemationBl application as originally filed 
the description: 

pages 

pages 



1-22 



NONE 



pages 



NONE 



, as originally filed 
filed with the demand 



, filed with the letter of 



I x| the claims: 



pages, 
pages . 
pages . 
pages . 



23-52 



NONE 



NONE 



NONE 



, as originally filed 

, as amended (together with any statement) under Article 19 
, filed with the demand 



, filed with the letter of 



[x\ tiie drawings: 



pages 
pages 
pages , 



NONE 



NONE 



NONE 



fx] the sequence listing part of the description: 

pages NONE 

pages NONE 



, filed with the letter of . 



, as originally filed 

» filed with the demand 



NONE 



, filed with the letter of . 



, as originally filed 

, filed with the demand 



2. With regard to &e lan^piage, all the elements maiked ahove were available or furnished to this Autiiorily in tije lanRuage in which 
flhemtematioiial^hcation was fUed, unless o&erwi^ ^ ^ js^mwrni^u 
These elCTents were available or furnished to this Authority in the following language which is • 

tbe language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ 

the language of publication of the intemational application (under RtJe 48.3(b)). 

Q the language of the translation famished for the purposes of international preliminaiy examiniiti»n (under Rules 55:2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the intemational 
prchminaiy examination was carried out on the basis of the sequence listing- 

□ contained in the intemational application in printed form. 

I I filed together with the intemational application in computer readable form. 

I I furnished subsequently to this Authority in voitten fomi. 

I [ finished subsequently to this Authority in computer readable form. 

4 [x] The amendments have resulted in the cancellation of- 

the description, page s NONE 

0 the claims, Nos. NONE 

the drawings, sheets/^ NONE 



This report has been drawn as if (some of) the amendments had not been made, since they have been considaed to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 702(c)) *♦ 
* ^^cemem sheets prmshed to the recdving Office in response to an invitatUm under Article 14 are r^erred to 

Z^o\K' "^^"^yfi^ ^ Ms report Snce ti^ey do not con^a^^^iT^^Te 

**4«y r^lacement sheet containing sudi amendments must be referred to under item l and annexed to t!us re port. 



Form PCT/TPRA/4no /p 



C^TEHNATIONAIj PKEIilMINABY EXAMINATION HEPORT 



International q)plication No. 
PCT/US0S/0037S 



n. Priority 



1. r~1 This report has been established as if no priority had been claimed due to the failure to furnish within the prescribed 
L— » time limit the requested: 

I I copy of the earlier implication whose priority has been claimed. 
I I translation of the earlier application whose priority has been claimed. 

s. I [ This report has been established as if no priority had been claimed due to the fact that the priority claim has been foun a 
invalid. 

Thus for the purposes of this report* the international filing date indicated above is considered to be the relevant date. 
3. Additional observations* if necessary: 



INTEBNAnONAIj PHEIilMINAItY BXAMmAlTEON BE2FOBT 



International application No. 
PCT/USOS/OOS7S 



m. Non-establishment of opinion with regard to novelty, inventive step and industrial ^plicability 



L Hie ipestions wheflier flie daimed invention appeals to be novel, to involve an inventive step (to be non obvious), or to be 
indnstrialLy s^licable have not been and will not be 'examined in respect o£ 

\ I the entixe international application. 

I I claims Nos. . 



because: 



□ 



the said international application, or the said daim Nos. _ relate to the following subject matter which 
does not require international preliminary examination (specify). 



I I the description, claims or drawings (indicate particular elements belcfw) or said claims Nos. _ are so 
undear tiiat no meaningful opinion could be formed (specify). 



I I the AiaimBj or said claims Nos. „ are so inadequately supported by the description that no meaningful 
opinion could be formed. 

no international search report has been established for said claims Nos. _. 



2. A meaningful intanational preliminary examination cannot be carried out due to ^e failure of ^ nucleotide and/or amino acid 
sequfiDce listing to comply witii tfie standard provided for in Annex C of the Administrative histnictions: 

I I the written form has not been furnished or does not comply with the standard. 

I I the computer readable form has not been furnished or does not comply with the standard. 



INTEBNATEONAIi PHWTiTIVnNAItY MKAMENATION BHPOET 



International application No. 
PCT/USOS/OOS73 



IV. Lack of unity of invention 



L In response to the invitation to restrict or pay additional fees the applicant has: 
I [ restricted the daiins. 
j I paid additional fees, 
I I paid additional fees nnder protesiL 
I I nei&er restricted nor paid additional fees. 

% [~| ThiB AaHunily f onnd iliali &e requirement of nniiy of invention is not oonqpUed wiOi and chose;, aoooiding to Bole 
sot to invite the s^licant to reskict or pay additional fees. 



3. Hds AnBaadfy flfimlflem fiiat tiie xequiEement of umfy of invention in aooaidanoe 'sviSb. Boles 1913, 1918 mid 39L8 is 
I I conqpMed wifli. 

I I notcon^liedwifli for file following seasons: 



4. GonseqiientLyx tiie f oUovdng parts of the international s^lication urere tiie subj ect of international preUminaty ezamination 
in establishing tTifa repoiiz 

I I all parts* 

I I the parts relating to claims Nos. 



intbhnationaij fbembiinaby examination kbpobt 



International ^plication No. 
PCT/US03/00d73 



V. Reasoned statement under Article 35^) TOth regard to novelty, inventive step or industrial appHcability; 
citations and e3q)lanations supporting such statement 



1. statement 



Novelty (N) Claims i-ig4> ^ *XBS 

Caaims NONE NO 

Inventive Step (IS) Cflaims NONE ^ YES 

daims 1-154 ^ NO 



IndTistrial AppUcability (lA) Cttaims ^"^^^ ™S 

Caadms NONE NO 



citations and explanations (Bule 70.7) 
Claims 1-8, 10-13, 20-26, 30-38, 40-43, 50-60 and 62-154 lack an inventive Btep under PCT Article 33(3) as being obvious over 
GHYCZY et al (US 5,741,513). 

GHYCZY ct al disclose a method of preparation of liposomes. The method involves the use of already formed 
liposomes and then adding an aqueous buffer and an alcohol to produce once again a liposomal population which is self- 
preserving, storable and transparent The liposomes can encapsulate a variety of biological agents (note the abstract, col. 3, line 
24 through col. 6, line 32, Examples and claims). GHYCZY et al differs from instant method in that according to instant 
method, the aqueous medium is added in aliquots or stages (step C in claim l for example) whereas in GHYCZY et al. all of 
the aqueous medium is added in one step. However, since both methods lead to the formation of liposomes, instant method 
wherein the aqueous medium is added in steps is an obvious manipulation of the basic method taught by GHYCZY et al to 
obtain the best possible results. 

Claims 9,39 and 61 lack an inventive step under PCT Article 33(3) as being obvious over GHYCZY et al cited above in 
view of IGA et al (US 4,877,561). What is lacking in GHYCZY et al is the teaching of the use of acetone instead of 
alcohol as the volatile organic solvent 

IGA et al while disclosing a liposome gel formulations containing a variety of drugs teach that for the formation 
of liposomal gels organic solvents such as alcohols and acetone can be used (abstract, col. 1, line 63 through col. 3, line 34). 

The use of acetone instead of alc6hol taught by GHYCZY et al would have been obvious to one of ordinary skill 
in the art since the reference of IGA et al shows' that acetone could be used instead of an alcohol. 



aaims 13-19, 27-29 and 43-49 lack an inventive step under PCT Article 33(3) as being obvious over GHYCZY et al cited 
above in view of KIRPOTIN et al (US 5,980,935). What is lacking in GHYCZY (Continued on Supplemental Sheet.) 



inteshnationaij pbeliminaby examination bbspobt 



International ^pljcation No. 
PCT/US03/OOS7S 



VI. Certain documents cited 



X Certain publislied docnmeniB (BxHb 70.10) 



Application Na 
PaientNa 



Publication Date 
(day/monih/year) 



Filing Data 
(day/month/year) 



Pdoiily date (valid cLaim) 
(day/nwinh/year) 



2. Non-witten disclosntes CRole 70.9) 
£jnd of non- written disclosure 



Date of non- written dtsclosure 
(day/month/year) 



Date of written disdosure 
referring to noi^written disdosnre 
(day/monOi/year) 



INTBBNATIONAL TTOELIMJNARY BXAMTNATION HEFOKT 



International application No. 
PCT/USO3/00S7S 



Vn« Certain defects in the international application 



The f ollo^Tlng defecis in &e form or contents of tibia international application have been noted: 



# • 



XNTBBNATIONAIj fKBUMINABY FiXAlVITNATEON HEFOBT 


International application No. 
PCT/USOd/OOS73 


Vm. Certain observatioiis on the international application 



The f ollowmg observaijons on the daiily of the dahnsy deBcr^tlon, and diawiii^ or on ihe question whe&er the ftlaima are fnllj 
ST^orted by the description, are madec 



Claims 1-154 are objected to under PCT Rule 66.2(a)(v) as lacking clarity under PCX Article 6 because the independent claims 
are indefinite for the following reason(s}: These claims recite 'liposomes are prepared by a method other than the instant 
method*; this expression is not a positive expression. 



m m 



INTEBNATIONAIj PKBIilMINABT KKAMINATCON BEFOBT 


International ^plication No. 
PCT/US0S/00373 


Supplemental Box 

(To be used when the space in any of Ihe pieoeding boxes is not snffident) 


CSontinnation o£ Boxes I - Vlii 


Sheet 10 



V. 2. REASONED STATEMENTS - CITATIONS AND EXPLANATIONS (Continued^: 

et al are the teachings of nucleic acids and plasmids as the active agents. The use of nucleic acids and plasmids as the active 
agents however, woold have been obvious to one of ordinaiy skill in the ait since the reference of KIRPOTIN et al shows that 
these agents are routinely incoxporated ^in liposomes for transfection (note the abstract and Examples). 

I 

i 

Claims 1-154 meet the criteria set out in PCT Article 33(2) and (4), because the prior art does not specifically teach a me&od 
containing instant steps and since Che invention finds its utility in the delivery of a variety of active agents. 



NEW CITATIONS 

US 4,877,561 A QGA et al) 31 OCTOBER 1989, see abstract, col.2. line 42 thnmgih coL 3. Ime 64. 



Form PCT/TPF.A /Ana /'.Qnrxr»lom*ri<'ol /T„l«. lor^oX^ 



PATENT OOOPEBATION TREATY 

PCT 



NOTE ON iNFOBBIAIi C30MMUNI0ATI0N M7JTEL THE APPUOAOT 

(PCT Rnle 66.6) 



Interaational application No. 


Applicant's or agent's file reference 


Date of informal communication 


PCT/US0S/00a75 


053388-538 


(dayATionth/year) 

1 1 SEPTEMBER 2003 



Applicant 
EIAN PHARMACEUTICALS, INC 



Communication 


Participants 


I~| identity 
L_l checked 


r~l authorization 1 1 personally 
1—1 checked i— 1 known 


1 x| telephone 


1 x} Applicant: 


NONE 




1 1 personal 


fxl Agent: 

j x| Examiner(s): 


Teresa Rea 

OOLLAMUDIS KISHORE 





Summary of communication; 

The authorization for skipping the written opinion (408) and sending directly 409 was discussed. The attorney agreed for a 
409. 



I I An catonsion of time limit io granted (Form PCT/IPEA/l 'g?)r 

I x| A copy of this note is being sent to the t^plicant with Form PCT/IPEA/lflO. 

PCT/IPEA/424. 



AppHc an t/ Agent 
Teresa Rea 



AutljorUed officer of IPP^^^^S ^ J f a 

JDLEAlCrUDI S KlSflrORE /j 
Telephone No. (703) 308-1235 
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BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ black borders 

□ image cut off at top, bottom or sides 
□Tfaded text or drawing 
□Burred or illegible text or drawing 

□ skewed/slanted images 

□ COLOR OR black and white PHOTOGRAPHS 

□ gray SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□^FERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



